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Luo et al., page 38
It is now well accepted that copy-number variants (CNVs)
play a causal role in the onset of autism spectrum disor-
ders (ASDs). However, because such variants are extremely
rare and often encompass many genes, it has been diffi-
cult to gain a clear understanding of how these disparate
changes can cause similar, complex phenotypes.
Although researchers have mapped out pathways that
might be affected by these CNVs, very few studies have
looked at the functional impact caused by these genetic
changes. In this issue, Luo et al. perform gene-expression
analysis on 244 families within the Simons Simplex
Collection, a large repository containing samples from
families with simplex ASD cases. The authors find that
genes undergoing major expression-level alterations
cluster within rare de novo CNVs and are overrepresented
in pathways that play prominent roles in neurobiology.
Moreover, by combining expression and genomic anal-
yses, the authors were able to identify deletions that
had not previously been implicated in ASDs and to delin-
eate which transcripts are aberrantly expressed in several
large, recurrent CNVs. This integrative approach therefore
holds great promise not only for research on ASDs but
also for any disease characterized by pathogenic structural
variation.Unraveling African Genetic Diversity
Pagani et al., page 83
On the basis of fossil evidence, Ethiopia is often viewed as
a proxy for the birthplace of humanity. Although some
studies have examined Ethiopian mtDNA and Y chromo-
some haplotypes, Ethiopians are strikingly absent from
the Human Genome Diversity Project, HapMap, and
1000 Genomes datasets. As a result, we have an incomplete
view of African genetic diversity, especially as it pertains to
the history of our species. To gain better insight into
African population history, Pagani et al. genotyped a
large collection of Ethiopians encompassing members
belonging to diverse geographic regions and cultural
groups, along with individuals from neighboring coun-
tries. Their findings not only highlight the large amount
of genetic diversity present within Ethiopians but also
identify distinct ‘‘African’’ and ‘‘non-African’’ haplotypic1Deputy Editor, AJHG
http://dx.doi.org/10.1016/j.ajhg.2012.06.006. 2012 by The American Societcomponents within each individual. A common non-
African component includes an SLC24A5 allele associated
with light skin pigmentation. Although it is unclear how
such an allele might have survived for so many years,
time estimates for gene flow from Europe back into Africa
coincide with the legend of the Queen of Sheba and are
corroborated by longstanding ties between Ethiopia and
the Middle East. Several questions remain concerning our
species’ earliest steps out of Africa, but this work provides
a major advance in our understanding of African genetic
diversity.And We Also Found.
Johnston et al., page 97
Rapid technological improvements and accompanying
cost decreases have made high-throughput sequencing
accessible to many individuals. For those seeking the
genetic cause of their disease, this technology is viewed
with great hope. But with more sequencing has come
the realization that each individual harbors thousands
of genetic variants. Many, of course, have no effect at all
on protein function, but there is a real possibility that
an unexpected pathogenic, and clinically important,
variant will be discovered. These so-called secondary (or
incidental) variants pose a great challenge in the reporting
of sequencing results. Should such variants be sought out?
Should they be reported? If so, how should this be done?
In this issue, Johnston et al. report on the discovery of
secondary cancer-related variants in a cohort who was
not seeking information about cancer susceptibility. In
a group of 572 individuals, the authors identified variants
in 37 genes known to be associated with high-penetrance
cancer syndromes. Importantly, some of these variants
were found in individuals without any notable family
history for the disease. These results suggest that, indeed,
variants of clinical importance will be detected in individ-
uals who undergo sequencing and point to the real
need for collaboration and conversation between basic
researchers, clinicians, and genetic counselors.REAPing Genetic Diversity
Thornton et al., page 122
In recent years, genome-wide association studies
(GWASs) have been utilized for gaining insight intoy of Human Genetics. All rights reserved.
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the genetic underpinnings of numerous complex pheno-
types. Careful study design is crucial for obtaining
sufficient power for drawing meaningful conclusions,
but just as important are the methods used for
analyzing the raw data. For instance, ensuring that relat-
edness among subjects is properly detected is essential
for avoiding spurious associations. This point is espe-
cially important for admixed-population studies in
which self-reported ancestry can be unreliable. In this
issue, Thornton et al. present a new method, which
they call REAP, that uses individual-specific allele
frequencies to account for population structure and
ancestry-related assortative mating. Using both simula-
tions and empirical data, the authors’ studies demon-
strate that REAP can accurately identify related individ-
uals, regardless of ancestry distribution, and unlike
other currently available methods, REAP does not seem
to overestimate levels of relatedness in admixed popula-
tions. Of note, REAP detected previously unreported
relationships between individuals with different self-
reported ancestries, thus suggesting that this method
will be very useful for investigators who wish to better
understand the genetic diversity that exists within com-
plex populations and that has, to date, been difficult to
accurately assess.2 The American Journal of Human Genetics 91, 1–2, July 13, 2012GWAS on the QT
Kim et al., page 180
Suddencardiacarrest stemming fromventriculararrhythmia
is a frequent causeofdeath in industrializednations. The risk
for such arrhythmias is influenced by the length of the QT
interval, a measure spanning the start of the Q wave and
the end of the Twave of the cardiac electrical cycle. Previous
GWASs have uncovered SNPs associated with QT-interval
length in individualsofEuropeandescent,butwhether these
genetic underpinnings hold true for different populations
has remained unknown. In this issue, Kim et al. identify
upstream of SLC8A1 a SNP that associates with QT-interval
length in Asian populations.Mice lacking Slc8a1 experience
arrhythmic heart contractions, supporting SLC8A1 as an
attractive candidate for follow-up functional studies. The
minor allele frequency of this SNP showsmarked differences
in European and Asian populations, providing a possible
explanation for why it was not detected in previous studies.
This finding highlights the importance of gaining a better
understanding of how haplotypic differences influence
the etiology of complex traits. Indeed, for phenotypes
such as QT-interval length, which might be clinically
actionable, the development of informative biomarkers
will rely upon comprehensive studies across populations.
